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This is in response to the appeal brief filed 1 1/13/07 appealing from the Office action mailed 
4/13/07. 
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(1) Real Party in Interest 

A statement identifying by name the real party in interest is contained in the brief. 

(2) Related Appeals and Interferences 

The examiner is not aware of any related appeals, interferences, or judicial proceedings 
which will directly affect or be directly affected by or have a bearing on the Board's decision in 
the pending appeal. 

(3) Status of Claims 

The statement of the status of claims contained in the brief is correct. 

(4) Status of Amendments After Final 

The appellant's statement of the status of amendments after final rejection contained in 
the brief is correct. 

(5) Summary of Claimed Subject Matter 

The summary of claimed subject matter contained in the brief is correct. 



(6) Grounds of Rejection to be Reviewed on Appeal 

The appellant's statement of the grounds of rejection to be reviewed on appeal is correct. 
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(7) Claims Appendix 

The copy of the appealed claims contained in the Appendix to the brief is correct. 

(8) Evidence Relied Upon 

Heppelmann et al. "Serial sectioning, electron microscopy, and three-dimensional reconstruction 
of fine nerve fibres and other extended objects" Journal of Microscopy, Volume 156, Part 2 
(November 1989), pages 163-172. 

Cole et al. "The genetics of cancer~a 3D model" Nature Genetics supplement, Volume 21 
(January 1999), pages 38-41. 

Emmert-Buck et al. "Laser Capture Microdissection" Science, Volume 274, 1996, pages 998- 
1001. 

5,811,231 Farr et al. 09- 1 998 

6,058,323 Lemelson 05-2000 

6,281,004 Bogen et al. 08-2001 

(9) Grounds of Rejection 

The following ground(s) of rejection are applicable to the appealed claims: 

Claims Rejected Under 35 U.S.C. § 112, Second Paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 
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Claims 1-4, 6-7, and 9-1 1 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which the 
applicant regards as the invention. 

Claims 1 (line 8), 4 (line 1 1), 7 (line 7), and 1 1 (line 7) recite the phrase "unattendedly 
micro dissecting" which is vague and indefinite. It is unclear what Applicant means by this 
phrase. It is unclear by what or by whom the micro dissecting is being unattended. Clarification 
of this issue via clearer claim wording is requested. Claims 2-3, 6, and 9-10 are also rejected due 
to their dependency from claims 1, 4, and 7. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 102 of this 
title, if the differences between the subject matter sought to be patented and the prior art are such that the subject matter as a 
whole would have been obvious at the time the invention was made to a person having ordinary skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes the subject matter of the various claims 
was commonly owned at the time any inventions covered therein were made absent any evidence 
to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point the inventor 
and invention dates of each claim that was not commonly owned at the time a later invention was 
made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) and potential 35 
U.S.C. (e), (f) or (g) prior art under 35 U.S.C. 103(a). 
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Claims 1-3, 6-7, and 9-1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Heppelmann et al. (Journal of Microscopy, Vol. 156, Pt. 2, 1989, pages 163-172) in view of Cole 
et al. (Nature Genetics supplement, Vol. 21, 1999, pages 38-41), Farr et al. (P/N 5,81 1,231), 
Emmert-Buck et al. (Science, Vol. 274, 1996, pages 998-1001), and Lemelson (P/N 6,058,323). 
This rejection is maintained and reiterated for reasons of record. 

Heppelmann et al. describe methods for creating multidimensional morphological 
reconstruction of biological tissue data characterizing a biological tissue sample by cutting 
histologically thin sections of tissue in two sets of alternating serial sample sections (page 163, 
lines 1-12) as stated in claims 1, 4, 7, and 1 1. Heppelmann et al. describe performing these three 
dimensional reconstructions with graphical techniques and computer-aided methods (page 163, 
lines 13-14) featuring a spatial matrix of image data with x, y, and z axes as seen in Figure 4, 
which represents mapping image data obtained from the first set of alternating serial sections 
onto a coordinate system as well as volume image data correspondence, as stated in claims 1, 4, 
7, and 9-1 1 . Heppelmann et al. describe cutting the second set of sections (for ultrastructural 
examination) with an ultracut ultramicrotome and mounting them on single-slot grids to be 
further examined (page 164, last paragraph) which represents microdissecting each serial section 
to create a set of microdissected section samples for each serial section of the second set, as 
stated in claims 1, 4, 7, and 1 1. Heppelmann et al. describe examined 3-D structures were fitted 
and projected onto the lines of a coordinate system of the z-dimension according to their vertical 
position which was calculated from the section thickness as well as connecting the same 
structures in their vertical projection revealed in a side view projection diagram (page 165, third 
paragraph and Figure 2) which represents assigning a unique code (calculation) to each section 
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sample indicating tissue space coordinates and specific range in the morphological space matrix, 
as stated in instant claims 1 5 7, 9, 10, and 1 1. Heppelmann et al. describe the sections were 
mounted in sequence on mesh grids (page 165, lines 12-14) which is reasonably interpreted to be 
associating each incised section sample with unique set of indices as the mesh grids have x and y 
coordinates, with each individual sample placed in a known location. Heppelmann et al 
describe histologically-staining the first set of sections and adding a coverslip (page 164, fifth 
paragraph) which could be used for light microscopy reconstructions (page 163, lines 4-5) as 
stated in claim 4. Heppelmann et al. describe that the second set of tissue sections are covered 
with a synthetic membrane which is then further cut (page 164, paragraphs 6 and 7), as stated in 
claim 4. 

Heppelmann et al. do not teach using a microarray and biological data analyses type 
which involve mRNA as elected in the species elections. Heppelmann et al. do not teach linking 
these data to each coded microdissected tissue sample in the multidimensional morphological 
matrix. Heppelmann et al. do not describe unattendedly microdissecting, analyzing tissue with 
monoclonal antibodies, obtaining gene expression data, and superimposing them on the 
multidimensional morphological matrix of image data to display correlating values of data with 
corresponding locations on the matrix. 

Cole et al. describe a web-based, visual system for allowing querying of gene expression 
profiles while viewing associated anatomy and histopathology (page 40, col. 2 (third paragraph) 
which represents a system of creating morphological reconstruction of biological data 
characterizing a tissue, as stated in instant claims 7 and 1 1. Cole et al. describe a model for 
integrating three dimensional expression data obtained using a microarray involving mRNA 
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analysis (page 38, abstract (lines 5-6), and col. 1 (lines 1-4)) which represents methods and 
systems for analyzing sections providing a plurality of biological characteristics of the coded 
micro-dissected samples, as stated in instant claims 1, 3, 7, and 1 1 . Cole et al. discuss cutting 
tissue in transverse cross-sections (representing X and Y dimensions) available for micro- 
dissection and recutting adjacent serial sections in the Z dimension (page 40, col. 1, lines 7-14) 
which are used to create a multidimensional morphological spatial matrix of image data as seen 
in Figure 1 including letters A - G for different sections which represents micro-dissecting 
across each serial section of a set with uniquely coded (lettered) sections, as stated in instant 
claims 1, 4, 7, 9, and 1 1 . Cole et al. describe the transverse sections have been annotated with 
the types and location of histopathology present (Figure 1 caption) wherein the annotation for the 
sections represent uniquely coded sections. Cole et al. discuss the placement of tissue on slides 
(page 40, col. 1, lines 11-12) and other newly developed fixation and embedding strategies (page 
39, col. 2, lines 15-16). Cole et al. describe methods of preparing microarrays from micro- 
dissected cells (page 40, col. 1, lines 19-25 and 37-39). Cole et al. discuss that the above 
processes allows for the determination of exact physical relationships between morphological 
data (one set) on which to overlay gene expression data (second set)(page 40, col. 1, lines 14-17 
and col. 2, lines 16-24) as well as annotation on tissue sections (Figure 1 and its caption) which 
represent superimposing biological data of the micro-dissected section sample upon volume 
image data indicated by code assigned to the sample of the morphological tissue space matrix, as 
well as obtaining and analyzing biological data, and linking data characterizing each sample to 
the location, as stated in claims 1, 4, 7, and 11. Cole et al. describe viewing this information on 
computers and displaying a data chart in three dimensions (page 40, col. 2, lines 26-38) which 
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represent spatially mapping the biological data characterizing each micro-dissected section 
sample of the second set onto the multidimensional morphological tissue space matrix from the 
first set, as stated in claim 1. Cole et al. show images of stained tissue sample sections obtained 
from light microscopy (Figure 1, molecular view) as stated in claim 4. Cole et al. do not teach 
unattendedly microdissecting, superimposing analyzed RNA data on the multidimensional 
morphological matrix of image data, analyzing tissue with monoclonal antibodies, and 
correlating data with corresponding locations on the matrix. 

Farr et al. describe a method of measuring biological data, particularly as gene expression 
levels from specific organs of animal tissues to characterize and identify cellular and subcellular 
effects of potential toxins on an animal cell (col. 2, lines 52-62 and col. 6, lines 15-23). Farr et 
al. describe starting experiments with tissue sample and cell lines (col. 6, lines 15-23). Farr et al. 
describe the results graphically in Figures 1-1 1 (col. 31, lines 5-6) which consist of 
multidimensional (3D) representations of the biological data. As can be seen in the Figures 1-11, 
each data column is indexed and to a particular set of conditions, such as the expression of an 
enzyme under control of different promoters in the presence of varying concentrations of a test 
compound (col. 3, lines 24-67). Each of these particular set of conditions was tested with genetic 
material bound to a solid support membrane which was placed on a 96-well plate referring to 
rows and columns (col. 20, lines 53-67; col. 26, lines 9-11; and col. 29, line 49 to col. 30, line 
31) which represents coded micro-dissected section sample holders which allowed for proper 
coding and correlation of each set of test conditions to the resulting graphical representations 
described above, as stated in claims 1, 4, and 6. Farr et al. describe an autoradiograph taped to a 
96-well plate holder to align the radioactive dots with the holes of the plate holder so that each 
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well is quantified according it each well position (col. 28, lines 23-27 and col. 29, line 49 to col. 
30, line 31) which is a form of image data superimposed and visually transferring of grid 
elements to the corresponding sample holder, providing sample holders indicating identity of the 
sample sections and coordinate location, and analyzing each grid element with expression data, 
as stated in instant claims 1 and 4. Fair et al. describe correlating the results and creating profiles 
(col. 28, lines 30-32) as stated in claim 6. Fair et al. describe analyzing assays using antibodies 
to detect proteins (col. 19, lines 55-67 and col. 20, lines 1-14) with expression levels being 
regulated by interactions between surface receptors and ligands (col. 4, lines 52-55) as stated in 
claim 2. Farr et al. describe the method to include detecting levels of mRNA (col. 20, lines 25- 
67) as stated in claim 3. Farr et al. do not teach unattendedly microdissecting or physically 
transferring incised grid elements. 

Emmert-Buck et al. describe a film or membrane applied to the surface of a tissue section 
on a glass slide (abstract, lines 3-5) which represents mounting and covering a second set of 
sections with a micro dissection membrane, as stated in instant claim 4. Emmert-Buck et al. 
describe automatic microdissection without manual procedure and a laser applied to specific 
locations of the film to procure specifically targeted cells that can then be transferred (page 998, 
third column, first full paragraph and abstract, lines 5-9) which represents unattendedly 
microdissecting and suggests transferring specific micro-dissected tissue and selecting only 
particular subsections. 

Lemelson describes the idea of generating images of tissue which may be computer 
processed and analyzed to generate multiple cross-sectional views such as parallel slice images 
with code signals indicating coordinate locations of those structures (col. 9, third paragraph) 
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which represents assigning a unique code to tissue sections indicating tissue space coordinates, 
as stated in instant claims 1, 4, 7, and 11. 

Cole et al. state that gene expression microarrays hold great promise in studies of human 
disease states (abstract, line 1). While some technical issues have yet to be addressed, other 
precise measurement techniques are at hand to view molecular anatomy of normal cells and their 
disease counterparts (Cole et al., abstract). Fair et al. state the need for quick, inexpensive and 
reliable alternatives to toxicity testing in animals (col. 2, lines 11-13) such as using techniques of 
measuring transcription and translation levels of genes (col. 2, lines 52-62). Farr et al. state the 
kits and methods of their invention yield rapid and direct information about the nature of a 
compound's action on mammalian cells (col. 3, lines 12-21). Farr et al. also state that the basic 
construction of the kits, processes, and products of their invention can be altered to provide other 
embodiments (col. 32, lines 14-21). Heppelmann et al. state that complex morphological 
structures cannot be fully appreciated without three-dimensional reconstruction (page 163, lines 
15-16). Heppelmann et al. point out that stacking of contoured sections for reconstruction is an 
old technique that is now aided by graphical methods and computers (page 163, lines 16-21). 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to utilize improved methods of comparison of multidimensional graphic data 
expression representation to microscopy data, as stated by Cole et al. (page 40, col. 2, lines 21- 
28) via three-dimensional histological techniques to increase understanding of complex 
morphological structures as stated by Heppelmann et al. (page 163, lines 15-16 and page 171, 
lines 11-13), using simple and precision tissue extraction with laser capture microdissection that 
minimizes contamination, as stated by Emmert-Buck (abstract and page 998, col. 3, lines 2-6 and 
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12-15), and displaying the gene expression data in easy-to-read uniquely coded tissue sections, 
slides, and three-dimensional graphs as shown by Farr et al. (such as Figure 1) and Lemelson, 
because these rapid, exact and efficient techniques would improve accuracy and visual 
representation for easy interpretation of correlations between the data types available to scientists 
at the time of the invention (Emmert-Buck, abstract; Farr et al., col. 2, lines 11-13; Cole et al., 
abstract and page 38, col. 1, first paragraph). 

The person of ordinary skill in the art at the time the invention was made would have 
been motivated to study complex 3-D morphological structures of Heppelmann et al. (page 163, 
fifth paragraph) combined with the entire tissue studies including gene expression profiles of the 
different sections, as stated by Cole et al. in order to discover genotypic changes in tissue that 
may not be apparent phenotypically to provide new insights in cancer biology at the molecular 
level (Cole et al., page 38, col. 1, first paragraph and page 38, col. 2, second paragraph). 

The person of ordinary skill in the art at the time the invention was made would have 
been motivated to discover genotypic changes in tissue sections from Heppelmann et al. and 
Cole et al. via coded microarray plates of Farr et al. (col. 29, lines 49 to col. 30, line 31) in order 
to organize, interpret, and gain insights from large amounts of gene expression data generated by 
complex biological systems, as stated by Cole et al. (page 38, col. 1, first paragraph), and to 
precisely identify and characterize biological effects on certain tissues, as stated by Farr et al. 
(abstract, lines 1-12). 

The person of ordinary skill in the art at the time the invention was made would have 
been motivated to create tissue sections of Heppelmann et al., Cole et al., and Farr et al. with the 
automated laser capture microdissection as stated by Emmert-Buck et al. in order to provide a 
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ease, precision, and efficiency in a rapid one-step procurement of selected targeted human cells 
from a section of complex, heterogenous tissue (Emmert-Buck et al. abstract and page 998, col. 
2, second paragraph). 

The person of ordinary skill in the art at the time the invention was made would have 
been motivated to analyze tissue sample sections of Heppelmann et al., Cole et al., Fair et al., 
Emmert-Buck with the computerized imaging system with cross sectional tissue views indicating 
coordinate locations of the structures of Lemelson (col. 9, third paragraph) in order to efficiently 
query gene expression profiles while viewing associated anatomy and histopathology which will 
further understanding of molecular events that underlie tumor development for producing new 
diagnostic, prognostic, and therapeutic targets for the benefits of patients (Cole et al., page 40, 
col. 2, third and fourth paragraphs). 

One of ordinary skill in the art would have expected success of combining the three- 
dimensional reconstruction techniques of Heppelman et al. with Cole et al.'s visual system for 
allowing query of gene expression profiles while viewing associated anatomy and histopathology 
because both involve a variety of tissue sectioning methodologies for three dimensional 
reconstructions (Heppelmann et al., summary; Cole et al., page 39, col. 2, last paragraph). 

One of ordinary skill in the art would have expected success of combining the tissue 
section analyses of Cole et al. with the tissue analyses of Farr et al. because both use microarrays 
for gene expression analyses which allows a quick and expensive alternatives to toxicity testing 
in animals (Farr et al., col. 2, first paragraph). 

One of ordinary skill in the art would have expected success of combining the laser 
capture microdissection technique of Emmert-Buck et al. with the tissue samples of Farr et al. 
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because Emmert-Buck emphasizes the next generation of molecular analysis methods involving 
tissue selection need to be miniaturized and automated for clinical molecular diagnostic testing 
of gene expression (Emmert-Buck, page 998, col. 1, first paragraph and abstract), such as the 
gene expressions studied by Farr et al. 

One of ordinary skill in the art would have expected success of combining the computer 
image analysis with coordinate locations of Lemelson with the visually oriented system of Cole 
et al. as both use the coordinate locations to orient views to the anatomic location, such as 
tumors, which allows for a rapid query of profiles across a spectrum of samples as stated in Cole 
et al. (Figure 1). 

Thus, Heppelmann et al., in view of Cole et al., Farr et al., Emmert-Buck et al., and 
Lemelson, make obvious and motivate the limitations of claims 1-3, 6-7, and 9-11. 



Claim 4 is rejected under 35 U.S.C. 103(a) as being unpatentable over Heppelmann et al. 
(Journal of Microscopy, Vol. 156, Pt. 2, 1989, pages 163-172) in view of Cole et al. (Nature 
Genetics supplement, Vol. 21, 1999, pages 38-41), Farr et al. (P/N 5,81 1,23 1), Emmert-Buck et 
al. (Science, Vol. 274, 1996, pages 998-1001), and Lemelson (P/N 6,058,323) as applied to 
claims 1-3, 6-7, and 9-1 1 above, and further in view of Bogen et al. (P/N 6,281004). 

This rejection is maintained and reiterated for reasons of record. 

Heppelmann et al., in view of Cole et al., Farr et al., Emmert-Buck et al., and Lemelson, 
make obvious and motivate the limitations of claims 1-3, 6-7, and 9-1 1, as described in the 35 
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USC 103 rejection above. These references do not describe coded micro-dissected section 
holders. 

Bogen et al. describe microscope slides with tissue sections containing labels containing 
surgical accession number, patient name, and a barcode (col. 7, last paragraph) which represents 
a coded tissue section sample holder, as stated in instant claim 4. 

The person of ordinary skill in the art at the time the invention was made would have 
been motivated to code tissue sample sections of Heppelmann et al., Cole et al., Fair et al., 
Emmert-Buck, and Lemelson with a coded tissue section sample holder of Bogen et al. (col. 7, 
last paragraph) in order to efficiently compare and contrast large datasets across multiple patients 
and samples, as stated by Cole et al. (page 40, col. 2, third paragraph). 

One of ordinary skill in the art would have expected success of combining the coded 
tissue sample holder with the tissue sections of Bogen et al. with the tissue sections of 
Heppelmann et al., in view of Cole et aL, Farr et al., Emmert-Buck et al., and Lemelson as it 
would reliably monitor quality control within the laboratories to ensure accuracy, as stated by 
Bogen et al. (col. 1, first paragraph). 

Thus, Heppelmann et ah, in view of Cole et al., Farr et al., Emmert-Buck et al., and 
Lemelson, and Bogen et ah, make obvious and motivate the instant invention. 
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(10) Response to Argument 

First, the Examiner would like to explain how she interpreted the claims via the 
representative example of instant claim 1 . 

The preamble of instant claim 1 recites a method for creating a multidimensional morphological 
reconstruction of biological tissue data characterizing biological tissue. This preamble is 
interpreted to include three-dimensional reconstructions of fine tissue structures (as stated in the 
summary by Heppelmann et al.). Instant claim 1 next recites cutting histologically thin sections 
of said biological tissue to produce first and second sets of alternating serial sections of said 
biological tissues which is interpreted to be cutting small tissue blocks into series of alternate 
semi-thin and ultrathin sections (as stated in the summary by Heppelmann et al.). Instant claim 1 
next recites mapping image data obtained from the first set of alternating serial sections onto a 
tissue space coordinate system to construct a multidimensional morphological tissue space 
matrix of image data of the first set of alternating serial sections which is interpreted to be 
performing three dimensional reconstructions with graphical techniques and computer-aided 
methods (page 163, lines 13-14) featuring a spatial matrix of image data with x, y, and z axes as 
seen in Figure 4. Instant claim 1 next recites unattendedly micro dissecting each serial section in 
the second set of alternating serial sections into a set of micro dissected section samples wherein 
the "unattendedly" limitation can have many interpretations, including a broad and reasonable 
interpretation to be automated micro dissecting with a robotic device or without the presence of a 
human. Heppelmann et al. describe cutting the second set of sections (for ultrastructural 
examination) with an ultracut ultramicrotome and mounting them on single-slot grids to be 
further examined (page 164, last paragraph) while Emmert-Buck et al. describe automatic 
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microdissection without manual procedure and a laser applied to specific locations of the film to 
procure specifically targeted cells that can then be transferred (page 998, third column, first full 
paragraph and abstract, lines 5-9). Instant claim 1 next recites assigning a unique code to each 
micro dissected section sample micro dissected from the second set of alternating serial sections 
to form a set of coded micro dissected section samples, with each unique code indicating tissue 
space coordinates of each coded micro dissected section sample in the morphological tissue 
space matrix. This step is interpreted to be examined 3-D structures that were fitted and 
projected onto the lines of a coordinate system of the z-dimension according to their vertical 
position which was calculated from the section thickness as well as connecting the same 
structures in their vertical projection revealed in a side view projection diagram (page 165, third 
paragraph and Figure 2) with sections mounted in sequence on mesh grids (page 165, lines 12- 
14) which is reasonably interpreted to be associating each incised section sample with unique set 
of indices as the mesh grids have x and y coordinates, with each individual sample placed in a 
known location, as stated by Heppelmann et al. In addition, Lemelson describes the idea of 
generating images of tissue which may be computer processed and analyzed to generate multiple 
cross-sectional views such as parallel slice images with code signals indicating coordinate 
locations of those structures (col. 9, third paragraph) which represents assigning a unique code to 
tissue sections indicating tissue space coordinates. Instant claim 1 next recites analyzing each 
coded micro dissected section sample to obtain biological data providing information on a 
plurality of biological characteristics of the coded micro dissected section sample which is 
interpreted to be measuring biological data, particularly as gene expression levels from specific 
organs of animal tissues to characterize and identify cellular and subcellular effects of potential 
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toxins on an animal cell (col. 2, lines 52-62 and col. 6, lines 15-23). The final step of instant 
claim 1 recites spatially mapping the biological data characterizing each coded micro dissected 
section sample, micro dissected from the second set of alternating serial sections, onto the 
multidimensional morphological tissue space matrix, constructed from the first set of alternating 
serial sections and superimposing the biological data of the coded micro dissected section sample 
upon volume image data indicated by the code assigned to the coded micro dissected section 
sample. This mapping and superimposing step is interpreted to be analyzing the genetic 
expression levels from animal tissues (col. 2 3 lines 52-62 and col. 6, lines 15-23), describing the 
results graphically in Figures 1-11 (col. 31, lines 5-6) which consist of multidimensional (3D) 
representations of the biological data, as stated by Farr et al. As can be seen in the Figures 1-11, 
each data column is indexed and to a particular set of conditions, such as the expression of an 
enzyme under control of different promoters in the presence of varying concentrations of a test 
compound (col. 3, lines 24-67) and each of these particular set of conditions was tested with 
genetic material bound to a solid support membrane which was placed on a 96-well plate 
referring to rows and columns (col. 20, lines 53-67; col. 26, lines 9-1 1; and col. 29, line 49 to col. 
30, line 3 1), as stated by Farr et al. In addition, Farr et al. describe an autoradiograph taped to a 
96-well plate holder to align the radioactive dots with the holes of the plate holder so that each 
well is quantified according it each well position (col. 28, lines 23-27 and col. 29, line 49 to col. 
30, line 31) which is interpreted to be superimposing biological image data. 
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35 USC 112, 2 nd paragraph rejection 

Appellants argue that "unattendedly micro dissecting" is intended to mean "micro- 
dissection without any selection by an investigator" and point to paragraph 35 of the 
specification. This statement is found unpersuasive as "unattended" has not been defined in the 
specification to relate to any absence of selection. Paragraph 35 recites "a UV laser adapted to 
the application end of a microarray-creation robotic apparatus" which "allows for unattended 
section incising of a large number of specimens". It is noted that this paragraph does not 
mention or preclude the absence of any selection by an investigator. For example, a selection 
can take place before using an unattended robotic arm. Appellants argue that the lack of a 
reference to what or who is not attending the micro dissecting does not make the claim 
indefinite. This is a conclusory statement without factual support as to why this rejection would 
be considered improper. Appellants argue that it is clear from the language that the micro 
dissection of a serial section does not require active selection of parts of the serial section to be 
micro dissected. This statement is found unpersuasive because while this limitation is not 
required, it is not precluded either. Appellants argue that the Examiner has consistently objected 
to claim language not taken from the specification and believe that the inclusion of the phrase 
"without any selection by an investigator" would lead to a rejection. It is agreed that adding this 
limitation into the claims may result in a NEW MATTER rejection due to the absence of 
adequate written support in the originally filed disclosure. Appellants state that in claim 
construction, the applicant can be his own lexicographer. This statement is acknowledged. 
Appellants argue that the passage in the specification stating "unattended section incising of a . 
large number of specimens" from the Cheung article clearly illustrates Appellants' definition as 
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presented in the specification and how the terms are to be understood by one skilled in the art 
reading the claim in light of the specification. Again, it is noted that "unattended section incising 
of a large number of specimens", paragraph 35 (from which this phrase was taken), and the cited 
passages of the Cheung article (pages 15 and 17) do not mention or preclude the absence of any 
selection by an investigator. For example, a selection can take place before using an unattended 
robotic arm. Appellants' arguments are deemed unpersuasive for the reasons given above. 

35 USC 103 rejections 

A. Appellants summarize Heppelman et al., Cole et al., Farr et al., Emmert-Buck et al., 
and Lemelson. Appellants summarize the 35 USC 103(a) rejection. Appellants argue the prior 
art references do not suggest or teach the steps recited in claims 1, 4, 7, and 1 1 and summarize 
these claims. This statement is found unpersuasive as these limitations are taught by the prior art 
of record, as clearly stated in the rejection above. Appellants reiterate parts of the 35 USC 
103(a) rejection and argue that Heppelmann et al. do not teach unattendedly micro dissecting a 
serial section into a set of micro dissected section samples or of assigning a code to indicate the 
location of a coded micro dissected section sample in a multidimensional spatial matrix. This 
statement is found unpersuasive as this is a 35 USC 103 rejection, such that not every limitation 
needs to be recited by a single reference. Heppelmann et al. recite micro dissecting samples, 
Emmert-Buck et al. recite steps including unattendedly micro-dissecting samples, Lemelson et 
al. recite steps of assigning code (see rejection above). Appellants argue that Heppelmann et 
al.'s incising of serial samples would be contrary to the teaching of the instant invention since 
the serial sections are analyzed by a microscope. This statement is moot as analysis via a 
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microscope is not recited or precluded in the instant claims. Appellants argue that incising or 
micro dissecting the sections would destroy their utility for that purpose. This statement is 
unpersuasive as it is a conclusory statement without factual support. Furthermore, Heppelmann 
et al. describe further ultrastructural examination (page 164, last paragraph). Appellants reiterate 
the argument that Heppelmann et al. do not teach assigning a code to a coded micro dissected 
section samples and the lack of motivation to assign codes to the micro dissected tissue samples. 
These statements are found unpersuasive as Lemelson recite steps of assigning code. In addition, 
motivational statements have been provided in the rejection above, and Appellants failed to 
provide sound reasoning as to why this motivation would be considered improper. Appellants 
summarize part of prior art rejection regarding the Cole et al. reference. Appellants argue that 
Cole et al. do not discuss micro dissecting a serial section into a set of micro dissected samples 
or assigning code to indicate the location of a coded micro dissected section sample in a 
multidimensional spatial matrix. This statement is found unpersuasive as Heppelmann et al. and 
Cole et al. describe micro dissecting while Cole et al. and Lemelson describe assigning code. 
Appellants summarize Cole et al. and argue that Cole et al. do not unattendedly micro dissect 
sections into a multi-dimensional spatial matrix of coded micro dissected samples as required by 
instant claim 1 . This statement is found unpersuasive as Cole et al. need not recite every 
limitation of the claim, since this is a 35 USC 103 rejection instead of a 35 USC 102 rejection. 
For example, the "unattended" limitation is taught by Emmert-Buck et al. Appellants recite a 
portion of Emmert-Buck et al. and argue that they do not suggest unattendedly micro dissecting a 
serial section into a set of micro dissected section samples or assigning a code to indicate the 
location of a coded micro dissected section sample in a multidimensional spatial matrix. This 
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statement is found unpersuasive as Emmert-Buck et al. need not recite every limitation of the 
claim, since this is a 35 USC 103 rejection instead of a 35 USC 102 rejection. These limitations 
are recited by the prior art references as already discussed above. Appellants argue that the 
techniques of "visualizing the tissue microscopically, and selectively adhering the cell of interest 
to the film" described in the reference do not suggest or teach the claimed feature. It is noted 
that the abstract and page 998 describe mounting and covering sections as well as unattendedly 
micro dissecting which are the limitations for which Emmert-Buck et al. reference was relied 
upon in the rejection. Appellants argue that because the paragraph immediately before the first 
full paragraph of column 3 on page 998 states cells are selectively adhered to the film, the fact 
that no manipulation is required is inapposite to whether the micro dissection is unattended. This 
statement is found unpersuasive as the instant claims only recite the micro dissection step is 
unattended ("no manual micro dissection" on page 998, col 3), and this step does not preclude 
any other type of selection before or after the micro dissection. Appellants argue that Lemelson 
do not teach unattendedly micro dissecting a serial section sample or a code assigned to each 
micro dissected section sample indicating the location of the coded micro dissected sample in the 
multidimensional matrix. This statement is found unpersuasive as Lemelson need not recite 
every limitation^ the claim, since this is a 35 USC 103 rejection instead of a 35 USC 102 
rejection. For example, the "unattended" limitation is taught by Emmert-Buck et al. The 
Lemelson reference is relied upon to describe assigning a unique code to tissue sections 
indicating tissue space coordinates. 

B. Appellants summarize MPEP 2143. Appellants argue that the fundamental principle 
of operation of Heppelmann et al, Cole et al., and Emmert-Buck et al. is that an area of interest is 
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selected for further analysis from a section being viewed whereas the instant claims involve 
serial sections of a biological sample that are unattendedly micro dissected into serial sections 
without any selection, and the micro dissected sections are further analyzed. This statement is 
found unpersuasive as the instant claims do not recite a "without any selection" limitation. The 
only unattended step in the recited claims is the micro dissecting step which is taught by 
Emmert-Buck et al. who describe automatic micro-dissection without manual procedure (page 
998, third column, first full paragraph and abstract). Appellants argue a "what if scenario that 
in Cole et al. if an investigator needed data that had not been previously selected, dissected, and 
analyzed it would be necessary to go back and dissect another cell population for analysis which 
might not be possible. This statement is moot as the rejection is not based on "what if 
scenarios, but rather what is specifically stated in the claims. Appellants summarize Cole et al., 
Emmert-Buck et al. and Heppelmann et al. and argue the proposed combination would change 
the principle of operation of the primary reference and render it inoperable. Appellants argue 
that if the serial section of Heppelmann et al. were micro dissected it could not be used for the 
next step of ultra-sound analysis since the structure of the serial section would have been 
destroyed. This statement is found unpersuasive as Heppelmann et al. describe further 
ultrastructural examination after incision (page 164, last three paragraphs). 

C. Appellants summarize MPEP 2143.01 . Appellants argue that the claimed features are 
not taught by the cited references. This statement has already been found unpersuasive for the 
reasons given above. Appellants argue that there is no motivation in the references to combine 
the features as recited in the pending claims. This statement is found unpersuasive as 
motivational statements have been provided at the end of the 35 USC 103(a) rejection. 
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Appellants argue that none of the listed motivations meet the recited claim limitations. This 
statement is found unpersuasive as the motivational reasoning for combining references need not 
come from the claim limitations or have the same purpose as the instant invention. Appellants 
summarize the motivational statement of combining the creation of tissue sections of 
Heppelmann et al., Cole et al., and Farr et al. with the automated laser capture microdissection of 
Emmert-Buck et al. of the previous Office Action and argue that the statement teaches away 
from the claimed combination above since unattended micro dissection is not utilized for 
procurement of selected cells. This statement is found unpersuasive as procurement of selected 
target human cells is not teaching away from the claimed invention that does not even recite 
selection or the lack thereof. 

Independent claim 4 

Appellants argue that the arguments made above are incorporated by reference herein. It 
is noted that the above arguments are unpersuasive for the reasons given above. Appellants 
summarize instant claim 4 and Bogen et al. Appellants argue that the samples affixed to the 
matrix in Bogen et al. are different concentrations of antigens and have no relationship to a 
spatial image of any kind. This statement is found unpersuasive as Bogen et al. need not recite 
every limitation of the claim, since this is a 35 USC 103 rejection instead of a 35 USC 102 
rejection. Bogen et al. is relied on for the coded micro-dissected section holders (col. 7, last 
paragraph). Appellants summarize Lemelson and argue that there is no disclosure relating to 
assigning codes to actual micro dissected section samples indicating the location of the section 
samples in a multidimensional spatial matrix. This statement is found unpersuasive as Lemelson 
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need not recite every limitation of the claim, since this is a 35 USC 103 rejection instead of a 35 
USC 102 rejection. These limitations are recited by the prior art references as already discussed 
above. For example, Heppelmann et al. describe examined 3-D structures were fitted and 
projected onto the lines of a coordinate system of the z-dimension according to their vertical 
position which was calculated from the section thickness as well as connecting the same 
structures in their vertical projection revealed in a side view projection diagram (page 165, third 
paragraph and Figure 2) which represents assigning a unique code (calculation) to each section 
sample indicating tissue space coordinates and specific range in the morphological space matrix. 

Appellants' argument is deemed unpersuasive for the reasons given above. 



(11) Related Proceeding(s) Appendix 

It is assumed that Appellant meant to include this appendix with a statement of "NONE", 
since the record is clear that no related proceedings were listed in the related appeals and 
interferences section (see MPEP 1205.03). No decision rendered by a court or the Board is 
identified by the examiner in the Related Appeals and Interferences section of this examiner's 
answer. 
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For the above reasons, it is believed that the rejections should be sustained. 

Respectfully submitted, 

/Carolyn Smith/ 

Carolyn Smith 

Primary Examiner, AU 1631 

January 8, 2008 
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